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Hair-tonic prods. - contain non-steroidal antiinflammatory agent and 1-hydroxy-2-imino-
pyrimidine deriv.

Patent Assignee: L'OREAL SA

Inventors: GROLLIER J; GROLLIER J F; ROSENBAUM G

Patent Family (8 patents, 14 countries)

Patent Number“Kind” Date ||Application Number”Kind” Date IlUpdate”Type
EP 321952  [|[A  |[19890628|[EP 1988121401 A [[19881221][198926|[B

ILU 87090 ||A ||198907__J|LU 87090 A [[19871222][198932|E
‘ A [[19880221/[198940](E

[US 5053410 || || 19911 001||Us 1988288381  [A  [[19881222[[199205|E |

[EP321952  |B1 [[19920819|[EP 1988121401 A [[19881221][199234|E |

IDE 3873895 |lG  [119920924|IDE 3873895 A [l19881221][199240|E |
[EP 1988121401 A  |l19881221]

DP 2693535  |B2 [[19971224|1P 1988323216 A |19881221[[199805]E |

ICA 1341256  |[C  [[20010619]|[CA 586700 A |l19881221[200138/E |

Priority Application Number (Number Kind Date): LU 87090 A 19871222

Patent Details

I Patent Number ||Kind||Language||Pages||Drawings|| Filing Notes |

EP321952 A PR 13 Jo |

Regional

Designated AT BE CHDE FR GB GRIT LINL SE

States,Original

ILU 87090 A |IFR |

[EP 321952 Bl [FR 1o o |

Regional

Designated AT BE CH DE FR GB GR IT LINL SE

States,Original

DE 3873895 |G |DE Application EP
Based on OPI
patent EP
321952

” “ ” " | Previously
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issued patent JP

JP 2693535 HB2 HJA H7 NO 01211523

lca1341256  |lc  |FR |

Alerting Abstract: EP A

Prods. for inducing and stimulating hair growth and reducing hair loss comprise: (a) at least one non-
steroidal antiinflammatory agent (I) selected from the oxicams, niflumic acid, diclofenac, diflunisal,
flufenamic acid, bufexamac, fenbufen, fenoprofen and their salts and esters in a physiologically
acceptable medium, and (b) a pyrimidine deriv. of formula (II) or its acid-addn. salts in a physiologically
acceptable medium. (In (II), R2 = H, alkyl, alkenyl, alkylalkoxy (sic), cycloalkyl, aryl, alkaryl, aralkyl,
alkaralkyl, alkoxyaralkyl or haloalkyl; R3 and R4 = H, alkyl, alkenyl, alkaryl or cycloalkyl, or R3+R4 =
(CH2)n or CH2CH2QCH2CH2, both opt. C-substd. by 1-3 lower alkyl, OH or alkoxy gps.; n=2-8; Q =
O or loweralkylimino).

Components (a) and (b) form part of the same compsn. or are designed to be applied separately, either
simultaneously or successively, to the hair or scalp.

ADVANTAGE - Combinations of (I) and (II) are more effective than either component alone.

Equivalent Alerting Abstract:
US A

Hair growth inducing and stimulating compsn. comprises (a) a medium contg. 1 or more non-steroid
antiinflammatory agent; and (b) a medium contg. 1 or more pyrimidine deriv. of formula (I) opt. as its
acid addn. salt. R1 is N(R3)(R4); R3 and R4 are each H, lower alkyl, alkenyl, alkylaryl, or cycloalkyl, or
together form e.g. opt. substd. aziridinyl, azetidinyl, pyrrolidinyl, piperidino, hexahydro-azepinyl, etc.;
and R2 is e.g. H, lower alkyl, alkenyl, alkoxyalkyl, cycloalkyl, aryl, alkylaryl, arylalkyl, etc. Cpd. (a) is
e.g. oxican, niflumic acid, diclofenac, diflunisal, flufenamic acid, etc.

USE - Components can be used successfully or intermittently or mixed immediately before use, to
decrease hair loss and improve appearance of hair. @(6pp)

International Classification (Main): A61K-007/06

International Patent Classification

IPC Level Value Position Status Version
A61K-0031/19 A I L R 20060101
A61K-0031/195 A I L R 20060101
A61K-0031/196 A I L R 20060101
A61K-0031/44 A I L R 20060101
A61K-0031/505 A I R 20060101
A61K-0031/51 A I L R 20060101
A61K-0008/00 A I L R 20060101
AG61K-0008/36 A I R 20060101
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A61K-0008/365 A I R 20060101
A61K-0008/368 A I R 20060101
A61K-0008/37 A I L R 20060101
A61K-0008/42 A I L R 20060101
A61K-0008/44 A I R 20060101
A61K-0008/49 A I R 20060101
A61P-0017/00 A I L R 20060101
A61P-0029/00 A I L R 20060101
A61Q-0005/00 A I L R 20060101
A61Q-0007/00 A I R 20060101
C07D-0239/50 A I F R 20060101
A61K-0031/185 C I L R 20060101
A61K-0031/44 C I L R 20060101
A61K-0031/505 C I R 20060101
A61K-0031/506 C I L R 20060101
A61K-0008/00 C I L R 20060101
A61K-0008/30 C I R 20060101
A61P-0017/00 C I L R 20060101
A61P-0029/00 C I L R 20060101
A61Q-0005/00 C I L R 20060101
A61Q-0007/00 C I R 20060101
C07D-0239/00 C I F R 20060101

US Classification, Issued: 514256, 42447, 42470, 514570, 514880, 514881, 514937, 514938, 514944
Original Publication Data by Authority

Canada

Publication Number: CA 1341256 C (Update 200138 E)

Publication Date: 20010619

Assignee: L'OREAL SA (OREA)

Inventor: GROLLIER J ROSENBAUM G

Language: FR

Application: CA 586700 A 19881221 (Local application)

Priority: LU 87090 A 19871222

Original IPC: A61K-7/075(A) A61K-7/06(B)

Current IPC: A61K-31/185(R,A,[,M,JP,20060101,20060310,C,L) A61K-31/19
(R,I,M,JP,20060101,20060310,A,L) A61K-31/195(R,I,M,JP,20060101,20060310,A,L) A61K-31/196
(R,LM,JP,20060101,20060310,A,L) A61K-31/44(R,I,M,JP,20060101,20060310,A,L) A61K-31/44
(R,I,M,JP,20060101,20060310,C,L) A61K-31/505(R,I,M,EP,20060101,20051008,A) A61K-31/505
(R,I,M,EP,20060101,20051008,C) A61K-31/506(R,I,M,JP,20060101,20060310,C,L) A61K-31/51
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(R,I,M,JP,20060101,20060310,A,L) A61K-8/00(R,I,M,JP,20060101,20060310,A,L) A61K-8/00
(R,I,M,JP,20060101,20060310,C,L) A61K-8/30(R,I,M,EP,20060101,20051008,C) A61K-8/36
(R,LM,EP,20060101,20051008,A) A61K-8/365(R,I,M,EP,20060101,20051008,A) A61K-8/368
(R,,M,EP,20060101,20051008,A) A61K-8/37(R,I,M,JP,20060101,20060310,A,L) A61K-8/42
(R,I,M,JP,20060101,20060310,A,L) A61K-8/44(R,I,M,EP,20060101,20051008,A) A61K-8/49
(R,LM,EP,20060101,20051008,A) A61P-17/00(R,I,M,JP,20060101,20060310,A,L) A61P-17/00
(R,I,M,JP,20060101,20060310,C,L) A61P-29/00(R,I,M,JP,20060101,20060310,A,L) A61P-29/00
(R,I,M,JP,20060101,20060310,C,L) A61Q-5/00(R,I,M,JP,20060101,20060310,A,L) A61Q-5/00
(R,,M,JP,20060101,20060310,C,L) A61Q-7/00(R,I,M,EP,20060101,20051008,A) A61Q-7/00
(R,,M,EP,20060101,20051008,C) C07D-239/00(R,I,M,JP,20060101,20060310,C,F) C07D-239/50
(R,I,M,JP,20060101,20060101,A,F)

Germany

Publication Number: DE 3873895 G (Update 199240 E)
Publication Date: 19920924

Assignee: L'OREAL SA (OREA)

Inventor: GROLLIER J ROSENBAUM G

Language: DE

Application: DE 3873895 A 19881221 (Local application) EP 1988121401 A 19881221 (Application)
Priority: LU 87090 A 19871222

Related Publication: EP 321952 A (Based on OPI patent )
Original IPC: A61K-7/06(A)

Current IPC: A61K-7/06(A)

European Patent Office

Publication Number: EP 321952 A (Update 198926 B)

Publication Date: 19890628

**Mischung, bestehend aus Pyrimidinderivaten und nichtsteroidalen entzuendungshemmenden Mitteln
zum Induzieren und Stimulieren des Haarwuchses und zum Vermindern des Haarausfalles Association
of pyrimidine derivatives and non-steroidal anti-inflammatory agents to induce and stimulate the hair
growth and to reduce the hair loss Association de derives de pyrimidine et d'agents anti-inflammatoires
non steroidiens pour induire et stimuler la croissance des cheveux et diminuer leur chute**

Assignee: L'OREAL, 14, Rue Royale, F-75008 Paris, FR (OREA)

Inventor: Grollier, Jean-Francois, 16 Bis Boulevard Morland, F-75004 Paris, FR Rosenbaum, Georges,
2, Rue J.H. Mansart, F-92600 Asnieres, FR

Agent: Casalonga, Axel et al, BUREAU D.A. CASALONGA - JOSSE Morassistrasse 8, D-8000
Munich 5, DE

Language: FR (13 pages, 0 drawings)

Application: EP 1988121401 A 19881221 (Local application)

Priority: LU 87090 A 19871222

Designated States: (Regional Original) AT BE CH DE FR GB GR IT LI NL SE

Original IPC: A61K-7/06 A61K-9/12 A61K-31/51 C07D-239/50

Current IPC: A61K-31/185(R,I,M,JP,20060101,20060310,C,L) A61K-31/19
(R,I,M,JP,20060101,20060310,A,L) A61K-31/195(R,I,M,JP,20060101,20060310,A,L.) A61K-31/196
(R,I,M,JP,20060101,20060310,A,L) A61K-31/44(R,I,M,JP,20060101,20060310,A,L) A61K-31/44
(R,I,M,JP,20060101,20060310,C,L) A61K-31/505(R,I,M,EP,20060101,20051008,A) A61K-31/505
(R,I,M,EP,20060101,20051008,C) A61K-31/506(R,I,M,JP,20060101,20060310,C,L) A61K-31/51
(R,I,M,JP,20060101,20060310,A,L) A61K-8/00(R,I,M,JP,20060101,20060310,A,L) A61K-8/00
(R,I,M,JP,20060101,20060310,C,L) A61K-8/30(R,I,M,EP,20060101,20051008,C) A61K-8/36
(R,LM,EP,20060101,20051008,A) A61K-8/365(R,I,M,EP,20060101,20051008,A) A61K-8/368
(R,I,M,EP,20060101,20051008,A) A61K-8/37(R,I,M,JP,20060101,20060310,A,L) A61K-8/42
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(R,I,M,JP,20060101,20060310,A,L) A61K-8/44(R,I,M,EP,20060101,20051008,A) A61K-8/49
R,ILM,EP,20060101,20051008,A) A61P-17/00(R,I,M,JP,20060101,20060310,A,L) A61P-17/00
(R,I,M,JP,20060101,20060310,C,L) A61P-29/00(R,1,M,JP,20060101,20060310,A,L) A61P-29/00
(R,I,M,JP,20060101,20060310,C,L) A61Q-5/00(R,I,M,JP,20060101,20060310,A,L) A61Q-5/00
(R,LM,JP,20060101,20060310,C,L) A61Q-7/00(R,I,M,EP,20060101,20051008,A) A61Q-7/00
(R,I,M,EP,20060101,20051008,C) C07D-239/00(R,I,M,JP,20060101,20060310,C,F) C07D-239/50
(R,I,M,JP,20060101,20060310,A,F)

Original Abstract: Combination intended for inducing and stimulating hair growth and reducing hair
loss, which comprises: a/ a component (A) containing, in a physiologically acceptable medium, at least
one non-steroidal anti-inflammatory agent chosen from oxicams, niflumic acid, diclofenac, diflunisal,
flufenamic acid, bufexamac, fenbufen and fenoprofen as well as their physiologically acceptable salts
and esters; b/ a component (B) containing, in a physiologically acceptable medium, at last one
pyrimidine derivative corresponding to the formula:*(formula 01)* in which R1 denotes a group*
(formula 02)* in which R3 and R4 independently of one another, denote hydrogen or an alkyl, alkenyl,
alkylaryl or cycloalkyl group, R3 and R4 with the nitrogen atom to which they are linked can also form
a heterocycle chosen from aziridinyl, azetidinyl, pyrrolidinyl, piperidyl, hexahydroazepinyl,
heptamethylenimine, octamethylenimine, morpholine and 4-((lower)alkyl)piperazinyl groups, it being
possible for the heterocyclic groups to be substituted on the carbon atoms with one to three lower alkyl,
hydroxyl or alkoxy groups; the group R2 is chosen from a hydrogen atom and an alkyl, alkenyl,
alkylalkoxy, cycloalkyl, aryl, alkylaryl, arylalkyl, alkylarylalkyl, alkoxyarylalkyl or haloarylalkyl group;
as well as the addition salts with physiologically acceptable acids, the components (A) and (B) forming
part of one and the same composition or being intended for use separately,either simultaneously or
successively or separated by an interval of time, on the hair and the scalp.

Claim: Prods. for inducing and stimulating hair growth and reducing hair loss comprise: (a) at least one
non-steroidal antiinflammatory agent (I) selected from the oxicams, niflumic acid, diclofenac, diflunisal,
flufenamic acid, bufexamac, fenbufen, fenoprofen and their salts and esters in a physiologically
acceptable medium, and (b) a pyrimidine deriv. of formula (IT) or its acid-addn. salts in a physiologically
acceptable medium. (In (II), R2 = H, alkyl, alkenyl, alkylalkoxy (sic), cycloalkyl, aryl, alkaryl, aralkyl,
alkaralkyl, alkoxyaralkyl or haloalkyl; R3 and R4 = H, alkyl, alkenyl, alkaryl or cycloalkyl, or R3+R4 =
(CH2)n or CH2CH2QCH2CH?2, both opt. C-substd. by 1-3 lower alkyl, OH or alkoxy gps.; n=2-8; Q =
O or loweralkylimino). Components (a) and (b) form part of the same compsn. or are designed to be
applied separately, either simultaneously or successively, to the hair or scalp.|EP 321952 B1 (Update
199234 E)

Publication Date: 19920819

**Mischung, bestehend aus Pyrimidinderivaten und nichtsteroidalen entzuendungshemmenden Mitteln
zum Induzieren und Stimulieren des Haarwuchses und zum Vermindern des Haarausfalles Association
of pyrimidine derivatives and non-steroidal anti-inflammatory agents to induce and stimulate the hair
growth and to reduce the hair loss Association de derives de pyrimidine et d'agents anti-inflammatoires
non steroidiens pour induire et stimuler la croissance des cheveux et diminuer leur chute**

Assignee: L'OREAL, 14, Rue Royale, F-75008 Paris, FR (OREA)

Inventor: GROLLIER J Rosenbaum, Georges, 2, Rue J.H. Mansart, F-92600 Asnieres, FR

Agent: Casalonga, Axel et al, BUREAU D.A. CASALONGA, JOSSE Morassistrasse 8, W-8000
Muenchen 5, DE

Language: FR (19 pages, 0 drawings)

Application: EP 1988121401 A 19881221 (Local application)

Priority: LU 87090 A 19871222

Designated States: (Regional Original) AT BE CH DE FR GB GR IT LI NL SE

Original IPC: A61K-7/06(A)

Current IPC: A61K-31/185(R,A,I,M,JP,20060101,20060310,C,L) A61K-31/19
(R,I,M,JP,20060101,20060310,A,L) A61K-31/195(R,I,M,JP,20060101,20060310,A,L) A61K-31/196
(R,I,M,JP,20060101,20060310,A,L) A61K-31/44(R,1,M,JP,20060101,20060310,A,L) A61K-31/44
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(R,I,M,JP,20060101,20060310,C,L) A61K-31/505(R,I,M,EP,20060101,20051008,A) A61K-31/505
(R,I,M,EP,20060101,20051008,C) A61K-31/506(R,I,M,JP,20060101,20060310,C,L) A61K-31/51
(R,I,M,JP,20060101,20060310,A,L) A61K-8/00(R,I,M,JP,20060101,20060310,A,L) A61K-8/00
(R,I,M,JP,20060101,20060310,C,L) A61K-8/30(R,I,M,EP,20060101,20051008,C) A61K-8/36
(R,IM,EP,20060101,20051008,A) A61K-8/365(R,I,M,EP,20060101,20051008,A) A61K-8/368
(R,LM,EP,20060101,20051008,A) A61K-8/37(R,I,M,JP,20060101,20060310,A,L) A61K-8/42
(R,M,JP,20060101,20060310,A,L) A61K-8/44(R,I,M,EP,20060101,20051008,A) A61K-8/49
(R,LM,EP,20060101,20051008,A) A61P-17/00(R,I,M,JP,20060101,20060310,A,L) A61P-17/00
(R,I,M,JP,20060101,20060310,C,L) A61P-29/00(R,I,M,JP,20060101,20060310,A,L) A61P-29/00
(R,I,M,JP,20060101,20060310,C,L) A61Q-5/00(R,I,M,JP,20060101,20060310,A,L) A61Q-5/00
(R,I,M,JP,20060101,20060310,C,L) A61Q-7/00(R,I,M,EP,20060101,20051008,A) A61Q-7/00
(R,I,M,EP,20060101,20051008,C) C07D-239/00(R,I,M,JP,20060101,20060310,C,F) C07D-239/50
(R,LM,JP,20060101,20060310,A,F)

Claim: 1. Zusammensetzung zum Induzieren und Stimulieren des Haarwachstums und zur
Verminderung des Haarausfalls, dadurch gekennzeichnet, dass sie umfasst: * a) ein Mittel (A), das in
einem physiologisch akzeptablen Milieu we nigstens ein nicht-steroides entzuendungshemmendes
Mittel, ausgewaehlt unter den Oxicamen, der Nifluminsaeure, dem Diclofenac, dem Diflunisal, der
Flufenaminsaeure, dem Bufexamac, dem Fenbufen, dem Fenoprofen, wie auch deren physiologisch
akzeptablen Salzen und Estern enthaelt; b) ein Mittel (B), das in einem physiologisch akzeptablen
Milieu wenigsten s ein Pyrimidinderivat gemaess der Formel:[0037.0001 Jenthaelt, in der R 1 eine
Gruppe[0037.0002]wobei R3 und R4 unabhaengig voneinander Wassers toff, eine Alkyl-, Alkenyl-,
Alkylaryl- und Cycloalkylgruppe sein koenn en und wobei R3 und R4 gleicherweise einen Heterozyklus
mit dem Stickst offatom bilden koennen, an welches sie gebunden sind, ausgewaehlt unter den Gruppen
Aziridinyl, Azetidinyl, Pyrrolidinyl, Piperidinyl, Hexahyd roazipenyl, Heptamethylenimin,
Octamethylenimin, Morpholin und 4-Alkyl- (niedere)-piperazidinyl, wobei die heterozyklischen
Gruppen an den Kohl enstoffatomen durch ein bis drei niedere Akyl-, Hydroxy- oder Alkoxygru ppen
substituiert sein koennen; wobei die Gruppe R2 ausgewaehlt ist unt er einem Wasserstoffatom, einer
Alkyl-, Alkenyl-, Alkylalkoxy-, Cycloal kyl-, Aryl-, Alkylaryl-, Arylalkyl-, Alkylarylalkyl-,
Alcoxyarylalkyl- oder Haloarylalkylgruppe, wie auch die physiologisch akzeptablen Sacure
additionssalze,wobei die Mittel (A) und (B) Bestandteil des gleichen Mi ttels sind oder fuer eine
getrennte Verwendung bestimmt sind, die gleic hzeitig oder aufeinanderfolgend oder zeitlich verschoben
auf die Haare und auf die Kopfhaut aufgetragen werden. 1. Combination for inducing a nd stimulating
hair growth and for reducing its loss, characterised in that it comprises: * a) a component (A) containing
in a physiologically acceptable mediu m at least one nonsteroidal antiinflammatory agent chosen from
Oxicams, niflumic acid, diclofenac, diflunisal, flufenamic acid, bufexamac, fen bufen and fenoprofen as
well as their physiologically acceptable salts and esters; b) a component (B) containing in a
physiologically accept able medium at least one pyrimidine derivative of the formula:[0030.000 1]in
which R1 denotes a group[0030.0002]in which R3 and R4, independent ly of each other, denote
hydrogen or an alkyl, alkenyl, alkylaryl or cy cloalkyl group, R3 and R4 may also form a heterocycle
with the nitrogen atom to which they are attached, chosen from the following groups: azi ridinyl,
azetidinyl, pyrrolidinyl, piperidinyl, hexahydroazepinyl, hept amethyleneimine, octamethyleneimine,
morpholine and 4-(lower alkyl)-pip erazidinyl, it being possible for the heterocyclic groups to be substit
uted on the carbon atoms by one to three lower alkyl or hydroxy or alko xy groups; the R2 group is
chosen from a hydrogen atom, an alkyl, alken yl, alkylalkoxy, cycloalkyl, aryl, alkylaryl, arylalkyl,
alkylarylalkyl , alkoxyarylalkyl or haloarylalkl group, as well as the addition salts of physiologically
acceptable acids,the components (A) and (B) being pa rt of the same composition or being intended to
be used separately on t he hair and the scalp either simultaneously or successively or spaced o ut over
time.

Japan
Publication Number: JP 1211523 A (Update 198940 E)
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Publication Date: 19890824

**EXTERNAL PREPARATION OF SCALP COMPRISING COMBINATION OF PYRIMIDINE
DERIVATIVE AND NONSTEROID ANTIINFLAMMATORY AGENT**

Assignee: L'OREAL SA

Inventor: GROLLIER JEAN-FRANCOIS ROSENBAUM GEORGES

Language: JA

Application: JP 1988323216 A 19880221 (Local application)

Priority: LU 87090 A 19871222

Original IPC: A61K-31/51 A61K-7/06 A61K-31/51

Current IPC: A61K-31/185(R,A,1,M,JP,20060101,20060310,C,L) A61K-31/19
(R,I,M,JP,20060101,20060310,A,L) A61K-31/195(R,I,M,JP,20060101,20060310,A,L) A61K-31/196
(R,I,M,JP,20060101,20060310,A,L) A61K-31/44(R,I,M,JP,20060101,20060310,A,L) A61K-31/44
(R,I,M,JP,20060101,20060310,C,L) A61K-31/505(R,I,M,EP,20060101,20051008,A) A61K-31/505
(R,I,M,EP,20060101,20051008,C) A61K-31/506(R,I,M,JP,20060101,20060310,C,L) A61K-31/51
(R.I,M,JP,20060101,20060310,A,L) A61K-8/00(R,I,M,JP,20060101,20060310,A,L) A61K-8/00
(R,I,M,JP,20060101,20060310,C,L) A61K-8/30(R,I,M,EP,20060101,20051008,C) A61K-8/36
(R,I,M,EP,20060101,20051008,A) A61K-8/365(R,I,M,EP,20060101,20051008,A) A61K-8/368
R,I,M,EP,20060101,20051008,A) A61K-8/37(R,I,M,JP,20060101,20060310,A,L) A61K-8/42
(R,I,M,JP,20060101,20060310,A,1.) A61K-8/44(R,I,M,EP,20060101,20051008,A) A61K-8/49
(R,LM,EP,20060101,20051008,A) A61P-17/00(R,I,M,JP,20060101,20060310,A,L) A61P-17/00
(R,I,M,JP,20060101,20060310,C,L) A61P-29/00(R,I,M,JP,20060101,20060310,A,L) A61P-29/00
(R,I,M,JP,20060101,20060310,C,L) A61Q-5/00(R,I,M,JP,20060101,20060310,A,L) A61Q-5/00
(R,I,M,JP,20060101,20060310,C,L) A61Q-7/00(R,I,M,EP,20060101,20051008,A) A61Q-7/00
(R,I,M,EP,20060101,20051008,C) C07D-239/00(R,I,M,JP,20060101,20060310,C,F) C07D-239/50
(R,I,M,JP,20060101,20060310,A,F)|JP 2693535 B2 (Update 199805 E)

Publication Date: 19971224

Assignee: L'OREAL SA (OREA)

Inventor: GROLLIER J F ROSENBAUM G
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Original Abstract: The invention relates to the combination of derivatives of pyrimidine and of
nonsteroid antiinflammatory agents with a view to inducing and stimulating the growth of hair and
reducing its loss.
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